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1) Restriction to one of the following inventions is required under 35 U.S.C. 121: 

I. Claims 1-56, drawn to methods of fluorescently labeling and detecting immobilized 
polyamino acids, classified in class 530, subclass 409; class 436, subclass 546; class 435, 
subclasses 7.5 and 7.9. 

II. Claims 57-70, drawn to kits comprised of a functionalized dipyrrometheneboron difluoride 
dye in combination with a labeled specific binding pair member, classified in class 530, 
subclass 391.3; class 436, subclass 808. 

2) The inventions are distinct, each from the other because of the following reasons: 
Inventions I and II are unrelated. Inventions are unrelated if it can be shown that they are not 

disclosed as capable of use together and they have different modes of operation, different functions, or 
different effects (MPEP § 806.04, MPEP § 808.01). In the instant case, the method of labeling 
poly(amino acids) of claim 1 (Invention I), which is directed to the reaction between an immobilized 
poly(amino acid) and a functionalized dye, does not require the use of the kit of claim 57 (Invention II) 
which is comprised of the combination of a labeled specific binding pair member and a functionalized dye. 
Further, the two inventions involve different patentability considerations. A patentability determination 
for Invention I would involve the determination of the novelty and unobviousness of a combination of 
process steps including a separation of poly(amino acids) by gel electrophoresis, immobilization of the 
separated poly(amino acids) followed by covalent bonding of the poly(amino acids) to a functionalized 
dye. A patentability determination for Invention II, on the other hand, would involve the determination 
of the novelty and unobviousness of the combination of functionalized dye and labeled specific binding 
pair member independent of any particular method of use of the combination . 

Because these inventions are distinct for the reasons given above and have acquired a separate 
status in the art because of their recognized divergent subject matter requiring different fields of search 
and different patentability considerations, restriction for examination purposes as indicated is proper. 



Application/Control Number: 10/005,050 Page 3 

Art Unit: 1641 

3) During a telephone conversation with Koren Anderson on February 26, 2004 a provisional 
election was made with traverse to prosecute the invention of Invention I, claims 1-56. Affirmation of 
this election must be made by applicant in replying to this Office action. Claims 57-70 are withdrawn 
from further consideration by the examiner, 37 CFR 1.142(b), as being drawn to a non-elected invention. 

4) Applicants are reminded that upon the cancellation of claims to a non-elected invention, the 
inventorship must be amended in compliance with 37 CFR 1.48(b) if one or more of the currently named 
inventors is no longer an inventor of at least one claim remaining in the application. Any amendment of 
inventorship must be accompanied by a request under 37 CFR 1.48(b) and by the fee required under 37 
CFR 1.17(1). 

5) Although specific claims are cited in the rejections below, these rejections are also applicable 
to all other claims in which the noted problems/language occur. 

6) The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

7) Claims 1-56 are rejected under 35 U.S.C. 112, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as the 
invention. 

a) In claim 1, page 56, lines 18-22, the meaning of the bracketed words is unclear. 

b) In claim 1, it is unclear whether the term "such that the dipyrrometheneboron 
difluoride dye has an absorption maximum between 495 nm and 640 nm" is meant to indicate 
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that all of the recited dyes have an absorption maximum in the stated range or whether only a 
subset of the recited dyes has an absorption maximum in the stated range. 

c) In claim 1, step d., it is unclear what functional moiety/moieties on the poly(amino 
acids) are involved in the formation of "a covalent bond" with the "reactive group" of the dye. 

d) In claim 4, the plural term "materials that are poly(vinylidene difluoride)" is 
inconsistent with the fact that "poly(vinylidene difluoride)" is a single chemical entity. 

e) In claim 5, it is unclear whether the combined molecular weight of all the poly(amino 
acids) is 500 to 200,000 Daltons or whether each poly(amino acid) has the stated molecular 
weight. See also, claim 34. 

f) For claim 11, there is no antecedent basis in claim 9 for the term "the combined 
labeling mixture". 

g) In claim 46, the word -of- should appear after "capable". 

8) The "Background of the Invention" section of the instant specification (see also, the prior art 
cited on form PTO-1449) establishes that the analysis of poly(amino acids) using a process which 
involves the combined steps of /^separating complex mixtures of poly(amino acids) by gel 
electrophoresis, //; subsequent electroblotting of the separated protein bands, followed by Hi) fluorescent 
counterstaining is a well known technique in the art of protein analysis. See in particular, page 1, line 20 
through page 3, line 13 of the instant specification. However, problems associated with the general 
method are also well established (see page 3, line 15 through page 4, line 16 of the instant specification). 
The use of the particular dipyrrometheneboron difluoride dyes of the instant invention has been shown to 
have unexpected advantages in the claimed method (process involving the combination of steps ij, ii) 
and //#as described above. See page 5, lines 14-31 of the instant specification and also Table 3 and 
Example 28. 
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9) The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all obviousness 

rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented 
and the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 



10) Claims 9-56 are rejected under 35 U.S.C. 103(a) as being unpatentable over the admitted 
prior art as set forth at pages 1 through 5 of the instant specification. 

The subject matter of claims 9-56 is directed to the fluorescent labeling of immobilized 
poly(amino acids) by the covalent attachment of well known dipyrromethenej\difluoride dyes and the 
subsequent detection of the label. 

As described in the instant specification, the technique of covalently labeling poly(amino acids) 
with fluorescent dyes followed by detecting of a fluorescent optical response is well known in the art. 
The poly(amino acids) can be immobilized on conventional supports as well as being attached to 
immobilized aptamers (page 1, line 20 - page 2, line 7). 

Given the fact that the dipyrromethenej^difluoride compounds of the instant claims are admittedly 
well known fluorescent dyes which are useful to label proteins {poly(amino acids)}, it would be obvious 
to substitute these dyes as equivalents for the fluorescent dyes used in the prior art processes of labeling 
immobilized poly(amino acids), as claimed, with the expectation of obtaining a similarly useful labeling 
process with the known advantages accruing to the use of dipyrromethene^difluorides. See in particular, 
the specification, page 4, line 28 - page 5, line 10 for a discussion of the desirable features of the 
dipyrromethene^difluoride dyes of the instant claims and page 14 of Haugland, Handbook of Fluorescent 
Probes and Research Chemicals, 6 th edition (cited on form PTO-1449) for a discussion of the use of these 
dyes to label peptides {poly(amino acids)}. 
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The features of the dependent claims are either specifically described by the references or 
constitute obvious variations in parameters which are routinely modified in the art (e.g. conventional 
concentrations of dyes of claim 11; time of illumination of labeled poly(amino acids) of claim 36) and 
which have not been described as critical to the practice of the invention. For example, for the use of a 



Haugland, Handbook of Fluorescent Probes and Research Chemicals, 6 ■ edition, "BODIPY Succinimidyl 
Esters" (cited on form PTO-1449). 

11) An inquiry of a general nature which is not related to the prosecution on the merits 
should be directed to Technology Center 1600 telephone number (571) 272-1600. The general fax 
number for the USPTO is (703) 872-9306. 

Any inquiry concerning this communication or earlier communications from the examiner should 
be directed to Mary (Molly) E. Ceperley whose telephone number is (571) 272-0813. The examiner can 
normally be reached from 8 a.m. to 4:30 p.m. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, 
Long V. Le, can be reached on (571) 272-0823. 



dipyrromethen^difluoride succinimidyl ester of a carboxylic acid as recited in claim 10, see page 14 of 
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